Mutations in XPG found in XP-G/CS patients that prevent the association with TFIIH, also resulted in the dissociation of CAK and XPD from the core TFIIH. As a consequence, the phosphorylation and transactivation of nuclear receptors were disturbed in XP-G/CS cells as well as xpg -/-mouse embryonic fibroblasts, and could be restored by expression of wild-type XPG. These results provide a novel insight into the role of XPG in the stabilization of TFIIH and the regulation of gene expression, and provide an explanation of some of the clinical features of XP-G/CS.
